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Press Release 3 Septembar 2002

Fravatriptan highly effective in preventing menstrual migraine
Positive results from US Phase [V trial

Vemalis Group ple (‘Vernalie” LSE: VER) today announced the successful outcome of a large
multi-centre study that demonstrated the significant benefits of using frovatriptan, its newly
marksted anti-migraine treatment, in the prophylaxis (prevention) of menstrually-associated
migraine headaches.

The double-blind, placebe-controlled crossover trizl was ¢onducted at 36 clinics in the United
States and invelved over 500 menstrual migraine sufferers. On average, women in the trial had
suffered between 11 and 12 menstrual migraine attacks over the previous 12 months and had
a 12-year history of menstruglly-associated migraine.

Patients were evalualed over three menstrual cycles over the course of which each patient
received all three dose regimens, placebo, 2.5mg frovatriptan and 5mg frovatriptan, in
randomised order. During each cycle they took the treaiment for a total of six days
commencing before the predicted anset of their headache.

The headling results showed that both dose levels of frovatiptan were highly effective in
reducing the incidence, severily, and duration of menstrually-associated migrainés compared ‘o
placebo.

52% cf patients were completaly headache-free during the six-day period when they took 5mg
frovatriptan daily, and 41% were headache-free at a daily dose of 2.5mg, compared io only
26% when they took placebo. These differences were highly statistically significant (p<0.0001).
In addition, there were statistically significant reductions in the severity of the attacks and in the
duration of headaches, and a concomitant decredse in patients’ functional impairment.
Frovatriptan was well tolerated during the trial and the adverse event profile was similar to that
previously seen with single doses of frovatriptan, ,

Around 16% of women suffer from migraines and recent studies suggest that as many as 50%
of female migraineurs report that menstruation is a frigger for their migraine attacks
(MacGregor et al). One possitle explanation Is that the hormonal changes which are believed
to be the trigger for menstrually-associated migraine continua over a number of days. T
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Commenting on the results, Dr John Hulchison, Vemalis's Chief Medical Otficer said “We
already know that frovatriptan is effective as an acute treatment for migraine, and the results of
this study confirm our belief that, with its 26-hour half-life in blood, it could also be ideally suited
for use as a prophylactic treatment for menstrual migraine. We will be conducting further
clinical studies ta develop this new indication and to realise the enomous potential benefits of
this braakthrough for menstrual migraine sufferers.”

Robert Mansfield, Chief Executive of Vemalis, said “Thess exciting data on menstrual migraine
add an entirely new dimension for trovatriptan. The fact that frovatriptan has ithe longsst half-life
clearly differentiztes it in the class of triptan drugs. Wa are very pleased with the progress and
the feedback from the frovalriptan launch in the US”

Dr Anne MacGregor, Director of the City of London Migraine Clinic, commented “This is a very
positive set of results in this population with menstrually-associated migraine. Existing
treatments do not work as well in menstrugl migraine attacks, and there is a real need for
effective and specific prophylactic treatments.”

Dr Arthur Elkind, Dirsctor of the Elkind Headache Center in New Yark, said “The data from this
triz! look most impressive and we can lock forward to confirmation of the results In tuture
studies. A number of my patients were eager 1o continue with frovatriptan as a preventative
treatment once they had completed the frial”

Frovatriptan, a 8-HTyap agonist, was developed by Varnalis and s already approved in the US
“and the Eurcpean Union for the acule treatment of migraine.
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This press refegse conising forward-locking statements, including siatements regarding Yernalis’ strategy
and prospects. Statements that are mof histordcal facts are based on Vemalls’ current expectations,
beliefs, estimates and assumptions. Such statements are not guaranfees of future performance and
invelve risks, uncartainties and othér important factors that may cause Vemalis' aclual resufts,
performange or acfievements te be matenally different from those anticipated by such forward-looking
slatements. Important factors which may atfect Vernalis’ fulure operating resuits include the following:
Vernalis may rot seceive royally revenuas, milestone payments or other revenues when expected or at ail,
Vemalis' product candidates may not receive regulatory or marksting approval or gain market acceptance
in key markets when anticipated or at all, Vernalts may be unable to conduct its clinical trials as guickly as
¥ has predicted, Vernalis' product candidates iay not demonsirate therapeutic efficacy, Vernalis may be
unabie fo obtain sufficlant capital when needed ta devetop its product candidates, and other impottant
factors described in the section entitled “Risk Factors” in Vemalis® Regisiration Siatement on Form 20-F
fited with the US Securities and Exchange Commission,
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Notes 1o Editors

Menstrual Migraine

Migraine is a commen neurological disorder affecting more wamen (13-18%) than men (3-6%)
are affected and the prevalence increases up to the age of 40, declining thereafter.
Menstrually-associated migraine is that which occurs at or around the time of menstruation. ltis
well recognized that the character of menstrually-associated migraine tends to differ from other
migraines in that it lasts longer and is generally more resistant to treatment and more Iikely to
reoceur.

Acoording to the National Headache Foundation, migraine is such a pervasive problem that
157 million workdays are lost each year in the US. The per-patient annual costs associated
with migraine have been estimated at $6,884 for male and $3,600 for female migraine
sufferers. American industry oses an estimated $50 billion annually due to absenteeism and
medical costs from headaches, which include migraine. .

- Vernalis

Vemalis is an integrated biophammaceutical company that discovers, develops and
commercialises drugs to treat central nervous system diseases, obesity and related disorders.
The Company is intemationally recognised for its expertise in the field of serctonin, 2 key
neurotransmitter involved in neurclogical, psychiatric and eating disorders.

The Vemnalis portiolio includes programmes targeting sexual dysfunctioh, obesity, diabeles,
Parkinson's disease, depression and anxiety. Vemalis shares trade on the London Stock
Exchange (VER) and the website Is located at www.vemalis.com.
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